concentrations of compounds ranged from 64 to 0.5 µM with 10 grads.
Cytotoxicity assay
The compounds were evaluated for toxicity in Vero cells (ATCC CRL-1586) . Vero cells were maintained in RPMI-1640 with 5% FBS and 1% PS. Cells of log phase were used. 500 cells/well were seeded in 384-PP plates with a 50 μl volume. Compounds were dissolved to 10 mM with DMSO, and dilution of the compounds from 0.01 µg/mL to 20 µg/mL was performed. 0.625% DMSO instead of compound solution was used as the 0% inhibitor control. After coincubation for 72 h, 3 μl CCK8 (5 mg/ml) was added. 2h later at 37°C, the plates were read in the Envision MultilabelReader at 490 nm.
Cell survival rate (activity%) was calculated with the formula: activity% = (ODexperiment -ODblank) / (ODcontrol -ODblank) * 100.
In vitro metabolic stability
The compounds were incubated (in triplicate) with active human liver microsomes (HLM) and cofactors at 37°C. Aliquots were removed at 0, 15, 30 and 60 minutes, and the amount of the compounds at each time point was determined by LC-MS/MS. A decrease of the compounds remaining with time when incubated with active microsomes indicated that the compounds is metabolized in the conditions used.
In vivo study
UAlRa (Mtb H37Ra:pTYOK) isolated on plates were homogenized with sterile glass beads in a 250 mL flask containing 50 mL7H9 with Tween80. When RLU reached 2 million/ml, the culture was used to infect 4-to-6-week-old male BALB/c mice by tail vein injection. The day after infection (day 0), RLU counts were determined. The mice were first anesthetized by isoflurane inhalation and the RLU count was determined by laying the breast of mouse on the detection hole of the luminometer and measuring light production for 3 s for twice. Mice with similar RLU readings were randomly allocated to treatment groups (4 mice/group) and individually marked. The treatment groups received: CMC-Na alone as negative control, RIF (10 mg/kg) and 12e (3.1 mg/kg). Treatment was administrated daily, while RLU were detected on day 2, day 4 andday 6.
General Method for the Synthesis of Title Compounds

Experimental
Melting points were determined on a Mel-TEMP II melting point apparatus and are uncorrected.
Infrared (IR) spectra (KBr) were recorded on a Nicolet Impact 410 instrument (KBr pellet). 1 H NMR spectra were recorded with a Bruker Avance 300 MHz spectrometer at 300 K, using TMS as an internal standard. Chemical shifts are expressed in parts per million (ppm, δ units). Coupling constants are in units of hertz (Hz). The spin multiplicities are indicated by the symbols s (singlet), d (doublet), dd (doublet of doublets), t (triplet), q (quartet), m (multiplet), and br (broad). MS spectra were recorded on a Shimadzu GC-MS 2010 (EI) or a Mariner Mass Spectrum (ESI). Elemental analyses (C, H, N) were determined on on Carlo Erba 1106 elementary analysis apparatus and were within ± 0.4% of the theoretical values. TLCs and preparative thin-layer chromatography were performed on silica gel GF/UV 254, and the chromatograms were performed on silica gel (100-200 mesh) visualized under UV light at 254 nm and 365 nm. All solvents were reagent grade and, when necessary, were purified and dried by standards methods. Concentration of solutions after reactions and extractions involved the use of a rotary evaporator operating at a reduced pressure of ca. 20 Torr. Organic solutions were dried over anhydrous sodium sulfate. 
General procedure for the synthesis of compounds 4a-4c
Potassium carbonate (8.28g, 0.06mol) was added to a stirred solution of benzazole-2-thiol (3) (0.02mol) in N,N-dimethylformamide (40 ml). After 5 min, a solution of 4-(bromomethyl) benzonitrile (2) (3.9g, 0.02mol) in N,N-dimethylformamide (20 ml) was added and the mixture was stirred at room temperature for 2h. The reaction mixture was then poured into crushed ice and left at 4℃ overnight.
The solid was filtered off, washed with cold water and air-dried. The following compounds were prepared according this general procedure. 
General procedure for the synthesis of compounds 5a-5c
A rapidly stirred slurry of lithium hydride (0.35g, 0.009mol) in dry THF (20ml) was cooled to 0℃
under N 2 and then treated dropwise with a solution of substituted benzonitrile 4 (0.003mol) in dry THF(10ml). When the addition was completed, the cooling bath was removed and the mixture was refluxed for 3h. The reaction mixture was then cooled to 0℃ and treated dropwise with H 2 O (4ml 
General procedure for the synthesis of title compounds 7a-f
A mixture of pyridine carboxylic acid (6) (0.37g, 0.003mol) in thionyl chloride (5ml) was stirred under refluxed for 2h. After cooling to room temperature, the mixture was concentrated in vacuo to
give crude product pyridine acyl chloride as a brown oil or solid without further purification. To a mixture of substituted benzylamine 5 (0.001mol), dry triethylamine (2ml) and dry dichloromethane (10ml), the solution of pyridine acyl chloride in dry dichloromethane (10ml) previous prepared was added. The whole mixture was stirred for overnight at room temperature. Water was added to the mixture and extracted with dichloromethane (15ml x 2). The combined organic layers were washed with brine and dried with Na 2 SO 4 , then concentrated. Purification of the crude products by column chromatography (petroleum-ethyl acetate, 4:1; 2:1; 1:1) gave the title compounds 7a-7f. The following compounds were prepared according this general procedure.
N-(4-((1H-benzo[d]imidazol-2-ylthio)methyl)benzyl)nicotinamide (7a)
Yield 2H, s), m), m), 7.36(2H, d, AA'BB'), m), 7.46(2H, d, AA'BB'), m) The chloromethyl benzazole intermediate 9 (0.005mol) was added to a solution of Hexamethylenamine (0.91g, 0.0065mol) in 60% ethanol (60ml) . The reaction mixture was heated under reflux for 2h. The mixture was then cooled to room temperature and extracted with diethyl ether (50ml x 2). The combined organic layers were washed with brine, dried over Na 2 SO 4 and the solvents removed. Purification of the crude products by column chromatography (petroleum-ethyl acetate, 10:1) gave 10. The following compounds were prepared according this general procedure. Yield: 56%; mp: 213-215℃; IR (KBr) ν max (cm -1 ) 3427, 3248, 1656, 1536, 1409, 1262, 1092, 1027, 799, 726, 624 O: C, 64.05; H, 4.53; N, 17.79. Found C, 64.46; H, 4.57; N, oxazol-2-ylthio)methyl)benzylidene)nicotinohydrazide (12b) Yield: 62%; mp: 188-190℃; IR (KBr) ν max (cm -1 ) 3284, 1657, 1537, 1496, 1457, 1283, 1128, 1096, 972, 765, 700 H, 4.15; N, 14.42. Found C, 65.32; H, 4.04; N, thiazol-2-ylthio)methyl)benzylidene)nicotinohydrazide (12c)
